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REMARKS 



Claims M ^ .3-14 werer^eCed pursuant to 35 U.S.C. §112, firs. paragraph. 
App„ca„.r«pec*U.subn..U.a.«.sr,ecUo„sho».dbewifl,dra«nforU.efc^^^^ 



reasons. 



.ppHoan.issubn,i«insaDeclara«o,>byDr.Fishers-— ywithflUsKesponse. 
^eExaminerhasconte„de**a.beaU^U.ere.ecer.ain«nswher.Miwo„,.b. 

,,ese„.*a.are.o.n.a,isuan.ceUsU>eassay.cu.d..«sbbe^vee„ — 
^.secens.™eExan.nera.sooon.e„ds*a.*ereis„o«.nsin.hee,ain,s.ba.in.po.«su^^ 

requirement to distinguish between cells. 

c.«« n,^ nf claim 1 requires that the skilled artisan 
Applicant respectfully disagrees. Step (b) of claim req 
a.e™.e(OifMi.beinBexpre.sedandOOifMi.b.n.e,pressea.an,a>isnan.een.^s 

..pH.U....rea.*ep.^-— -e.p,..„„ofMi.a.na,isuan.«„is.^^^^^^ 

„,„e.a„o.a.»T.u..«.efirs.pa.,ofS.epCb,.acbes*a.bi.K.i..b,0>ep™be.indl^^^^ 

Miexpr..on>u.U,ecUin,.r.er.eacbesU.a.iUsan.pres.ouofN...«..iSn- 
,„eof— . App„can.respeo.fi.U.sub»i.a.a.*ec,ai.»c>^.y-obesa.e 
^„«,ar.saud..«.e.have.oae.e^ine«h.*er.beMUsbei..«presseai»a».ceU 

.„„.Acc«r«.>e — .*epre.„usA.ena.en.abou.d.eab..,.^ 
..i,an.ce„s.c™no„..aH.an.«nsb.awiaera„Seof.nea..was,in.eed.re.ev»^ 

claims, 

MApp,ican.previous.ydiscussea,iUseasy.o<— wbeUrerasample — 
„aHsnantce„s«rno...Dr..sb.-sOeo>ara.o„(— copyan^^^^^^ 
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i„„„„deUil.Tl.eo,ai„.a«».«en.o*epe.sonof..d.Un«,ea«.and«.esMUeda«isan 

.o«.a^gni.«*e,w„«.d»oUoo.a.asi„S.epoi..ini«,.a«onbu..«.««.yon4esU.e 

„fa.ea«a„dU.a.cc«eo«vebod.ofdaU.oanivea.adiagnosis(See.Pan>sraphs6a„d7.^^ 

sHled artisan has a number of ways .c distinguish be^veen malignant ceUs and 
u„m,a> «ns. For ex^unpl. osteoclas. ^ n,u.ti-nuCea.ed, whereasmelanonra .Us are not 
M^eensarefinedwiti.granu.es,whereasme.^on,ace..saren„t Melanoeytes are no. 

«.e.WiU,respeC.oce„ssuohasbenignnev„s.ddysp«cnevusceUs>erearesUndard 
ayes *at will readily provide differentia, stair^g of—, eells as oppos^ .0 non- 
malignan. cells (See, Fisher Deolaration, Paragraph 9). 

r,^, Applican. respecHully sub«i.s *a. one could readily dCermine if ti-ere .s a 

malignant cell expressing Mi. 

TheE—f„rti,ercon.endsti,a.even if Applican.werc.oincludea.imi..ion drawn 

.odistinguishir.gn,elan„n,a.on,„.erp„ssib,c.un,o.sti.a. would resuUinar^ectionofti-e 

,,^u..der3.U.S.C.|1.2.«rs.p.agraph. The Exantiner ci.es .o page 2 of tire App.ica.ion. 
Applican.respec*..ysubnti.sti,a.ti,eEx^.er.ss— iswrongandappearstohe^ng 
.„,esen.encesou.ofti.eenti,econ.e«ofti.especification.Fore.a.ple,ti,eBae.ground 
s.ar.sa.page.witi,U,ediscussionti,a.n.e.anon.ahasbeenonti.e rise for decades (See.Pagel, 
„„e,6.2S).mseco„dparagraph«^er.eachesti,a.n.e.asUticdiseasesofun..ownoriginare 

,Myconuu„n,and.e.anon.aresidesa.,ong.heti™or.ypesmos.co.,unon.yassocia.^ 
„e«s.asis,ac.ng.obviousprin,ary„n,orsi.e.Thespecification,goeson.o.eachti.a.i.has 
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„Hchc.«beo„eofnun.«ousaiff.e„.n™or,^esis.e,a„o.a. ,t is ften pointed o« U,at 
„ere.e«.o„..e.*a.havebee„»se<..oidc„«^»n.o«as — b„.*a.U..,have 

„U.e,p™M™sa„d«.he.isa=eedforother™aAe.«wind.eot — (See,Page2, 
,i„.6.7) „is*e„poin.edou.i„d.enex.pa.^ph*a.de.ennini„g*eonginofan.e^ta.c 
«ssueari.i„g.^n.a.e,a„o.ais— ydifficu,.a„da.a.i.isin,po^..oknowtheoHs« 
„i.caneffeo.«.ediag„osisa„d.ea»,»tA..of*isdiscussio„,— ,isba.edo„U,e 

„ of determining whether a particular nralignan. cel. is a —a as opposed to a 
„t^or..tisexp.ici.>.taushtatpase6.hatApp,iean.hasdisoove«dthatthereisa.i^ 

.<,r..,aUonbe.wee„.hepre^eeof^«ina^«dignan.ceU»dtha.cenbei„Sa^,e,a„o.«.™^ 

.ppHcanthaslookedatn— r„a.ig«an.eeUsa„dfo.»d.hatN«ea„distinguish»^^^^^^ 

^„o.her.u„.ors:Porexa.p.e,a.n„„s.aUsnant.iss„es.hatitdoes„o.s.ai„arebas.^ 

^cinomas. s<^amous eel, carcinomas, atypical fihroxanthonra, gr^ular cell t^nor, 
^onraand neurofibroma. T1.ns,AppHca„.respect«,llysu,.ni.sthat.hesp— 
clearly teaches and supports that onecanusetbisn,arl.er.„distin^ish«.e,anoma.o„cther 

possible tumors. 

Moreover, it is respectftdly submitted that the Examiner-s discussion about the two no.- 
.elanomatumo,s.hatstainedpositiver„rMiissimplyanon.se<,uitor.App.ican.taught.hat*^ 

cu..e„tmarl.ersbeingused.„dete„ninewhe.herornotapa«ic^artun,orwasamelanomahave 

.„umberof deficiencies, and Applicant compared thepresentmancera^instthosem^ers. It 

wesnever claimed *a. this marker islOOo/. accurate, and indeed, theclaimdoesnot say that. 
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Amendment dated May 1 8, 2004 

Response to Final Office Action dated August 19, 2003 

The claim language is that the presence of Mi in a malignant cell is indicative of a melanoma. 
In real life, one is never talking about 100% absolutes (See Fisher Declaration, Paragraph 10). 

Moreover, to put those results discussed by the Examiner in context, one must remember 
that it was 2 out of 81 cases where there was some staining, and in fact, there was no nuclear 
staining. Thus, the data the Examiner is discussing was seen in only about 2.5o/„ of the cases. 
Moreover, as shown in Figure 7, 8 and Table 1, the probe of the present invention is much more 
sensitive and specific than the markers currently being used, and it is not just the Applicant 
saying that those markers were the cuirent standard, but as explained in Paragraph 12 of Dr. 
Fisher's Declaration, the field pointed to those other markers. (See, Fisher Declaration, 

Paragraphs 10, 12 and 13). 

Now the field is looking to the present maAer (See Fisher Declaration, Paragraph 14). 
Accordingly, Applicant respectfully snbndts that the office has no basis for disregarding fte 
teaching of the present specification and that the claims fully comply with 35 U.S.C. §1 12. 

Claims 1-4 and 13-14 were also rejected pursuant 35 U.S.C. § 1 12, first paragraph. The 
Examiner has contended that Applicant has not distinguished between the various Mi isoforms 
and that only the M isofoim is known to be associated with melanoma. 

AppHcant has taught that the presence of Mi in a malignant ceU is indicative of 
melanoma, m Examiner has cited nothing to question that teaching. Tl,e Examiner has cited 
nothing that suggests that the A or H isofonn would be present in a malignant cell that is not a 
melanoma. Thus, her distinguishing between the different isoforms with respect to the claim 
language has nothing to do with the present teaching. Rather, the Examiner seems to be to trying 
.o require the Applicant to use a probe that is only specific for theM isofonn. Applicant taught a 
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Amendment dated May 1 8, 2004 

Response to Final Office Action dated August 19, 2003 

probe for Mi and that such a probe would work. Applicant taught that one looks for the presence 
OfMi in malignant cells. Applicant provided substantial exemplification of malignant cells 
where Mi was present and provided substantial back up data in the Application. Thus, by using 
the teaching of the specification, one can readily generate probes for Mi that are present in 
malignant cells and use such probes to screen other samples. Thus, given the extensive 
exemplification, the teaching of how to make and use the description therein, the claims fully 
comply with 35 U.S.C. § 1 12 (See, Fisher Declaration, Paragraph 15). 

Claim 3 was rejected pursuant to 35 U.S.C. § 11 2, first paragraph. 

Applicant respectfiilly submits that this rejection should be withdrawn. 

The Application teaches that one can use a probe that detects the presence of mRNA 
expressing Mi in malignant cells. As explained in the Fisher Declaration, Paragraph 16, which 
cites to Du, J., AJP, 164:333-343 (2003), Applicant's teaching has been verified. Thus,.the fact 
that in a minority of cases there may not be a correlation between mRNA expression and an 
immunohistochemistry approach that situation does not exist here. The teaching of the 

specification works as taught. 

Accordingly, Applicant respectfiilly submits that this rejection of the claim should be 

withdrawn. 
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Amendment dated May 1 8, 2004 

Response to Final Office Action dated August 1 9, 2003 



In view of the foregoing, the Applicant respectfully submits that all claims are in 
condition for allowance. Early and favorable action is requested. 

Respectfully submitted, 




Date: Ma y 18, 2004 _^ 

Ronald 1. Eisenstem 

Reg. No. 30,628 

NIXON PEABODY LLP 

100 Sximmer Street 

Boston, MA 02110 

(617)345-6054 
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